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[0 0 0 1] 

ttf iefcL# £ ^ tr 7 ^ y ; n -7 - ffi co ^©f X K M f & » 
[»*«*] 
[0 0 0 2] 

[0 0 0 3] 
[0 0 0 4] 

[0 0 0 5] 

[^#ir\£fifc 1 ] "Decreased beta-amyloid 1-42 and increased tau levels in ce 
rebrospinal fluid of patients with Alzheimer disease" ; Sunderland, T. , Link 
er, G. , Mirza, N, Putnam, K.T. , Friedman, D. L. , Kimmel, L. H. , Bergeson, J. 
, Manetti, G. J., Zimmermann, M. , Tang, B. , Bartko, J. J. and Cohen, R. M. 
JAMA [2003] 289, 2094-2103. 

I^#fr^tHR 2 ] " Cerebrospinal fluid biomarkers for disease stage and inten 
sity in cognitively impaired patients" : Wahlund, L. 0., and Blennow, K. Ne 
urosci. Lett. [2003] 339, 99-102. 

[0 0 0 6] 
[0 0 0 7] 

mm * m&t- 

[0 0 0 8] 

*%W%l*. ±mWm*M&^Ztz#>®.MtiiMZmtetz8i^ T^UT** (Alcadein 
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) t^d 9 y*9M&, kpv>imfe TAPPJ k^o) *®M1r2>WmkWltWm 

tt-&$tLTV»fc3ft» (Araki, Y. et al.. (2003) J. Biol. Chem. in press. #^¥2003-1 
64298#&#) > APPfcfflC#*fc:J:o"rlJO»f$*U A/8 fcW C J: d Kl^^f- K**IBlfil^ 

[0 0 0 9] 

[0 0 10] 

BP*>. JSlTw (l) ~ (7) fcJtft-r* *>o-e&& 0 

(1) 7**7*4 > a, 7**7*4 XH7**7*4 >y frhHMMWWitik&ii^ 

(2) ■80»fl§5**tt4N*Jiffi<^»f>T-^ N*SioHMK^'fyw-MJ, (1) 

fa*©"* 7* Ko 

(3) «JBf^*^tLSC*«S1fflI^®fM-^ yv-fe-V^ (*> L< liT'V-b-'J >«r^tf y- 

tJ:o-C©»flfe*$*L*Bf>i-^**. (1) Xfi (2) ^tO^y 

(4) «iW)6»e>«^Lfc#«[Xf±jfliBi^*»t4 (i) (3) o^-r^^iemo^y^ 

KOfctllXtife* r> IS tr-S-tr T * ? ^ W v -m<omWf<D tz #><D t*~ 9 &Jfc£-f & 

(5) JflL?RXttJKtt»t"^**> (4) IBttOTA'^W^-^tNfrOrt:**)"?' 

(6) (1) 7i/M (3) (Ov^f ^|5U©^yf Kt:*ftS^ (&T\ i©fiu#«: 

(7) (6) mm<Dfofa$:^-f2>T)\'y^4-?- : ffi<?>&WtMo 
[0011] 

[0 0 12] 

^^m<o^f- K(±. 7**7*4 >a, 7Mfr/j9> xt±T;v*T''f >r **?>N* 
[0013] 

7**T4 >iz\±. 7**7*4 y a (j&jit\ TAicaj tv^) , 7**7*4 yp 

TAlc/?J tv^) % 7**7*4 yy (JSLT, TAlcyJ fcv>3) ©3a«5&»*«9s Al 

ya * * ^ aic p t a, wzm-w 2 x-mz tts r 5 y m@a^j t r- 

L< tellKftK 1^-^7 5 ymi^J£^*^&*>'^®^&^ Alcy£t±> @E?iJ# 
[0 0 14] 

Alca> Ale/?, Alcy it, \l Y*?UtoMtyB (flflx-WT, K 7 * K -7**> - 

^-9-^ 79, fc^v\ *v\ -fr/Hfc^) OifflflS JffiHIItU W 

^jSfflfla, ±&jffli&, *r>anfl&, ¥t&«*M^ mmwm&. mmmm. i&mm, 

mis, iff^fl&t u<j±wsaaji&, *^tiifLp>«HB&«^«Hfl&. 
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it, /h«) , *ft, Tlfr, S, SIR, WK. ML £5SJSL ¥#J8U i©^ m 
&Jf , IKfck i, m<blr (0k , JfiLtk <kR, MU M> * 

ffijfiu iMfflk *2u ip*. J&is, H«k «»ttfc 

[0 0 15] 

B?iJ#-^l, E?!l#"£2, X»4E^#*3-C**fL*T5 -/REBI*:*3R»fcH— ©7 
5 y^SS^iJi: LTfi, #Efll#*T*fc S 7 5 SMW.n t Ifo 5 0 %Jil±, ftiL<l± 
jf&6 0%ia±, Sf>CffiL<lift7 0%ai, J: Off* L<I4&8 0 96JSU:, 
L< 14&9 0%m_t> fcfcjfi L<»4#5j9 5%J0L±OffiWtt**+*T5 yRKWfci?** 
^fibti&o #BE?!I#^***t4T§ -/RE3Wfc*Stfl9Kra— <*>7 5 y B£E?!l£'£•;ifi- 
;^ ) * v^^Jtfc LTt4, 45-E5ll#-9-C*3*i*7 3 yRBEWfclUIttfcro— «>7 
5 ./BMERIfc'ft'tfU 4HE^##^***i*7S >>REW*##*** 

[0 0 16] 

=Sr^-to L "C, ±fB<Offitt*»RI^ (0k » 0 . 0 1 - 1 0 0 te, Ui L < *4 
mo. 1-1 04&, «t *) $f-t. L < 14 0 . 5-2f&) tifeSitm Lv>a*, £*Lfctf>fg 
tttf>5g<8N *>'<*R^^*ft^©*WR*ttJ*fc-»TV*-C<> J:v\, 
[0 0 17] 

Alca, Ale/?, Xf4Alc r Ltli, 0lx.t4\ U) 4HE?!)#-3-«3*L*7 5 
y»K9!l«f»0 1 *fcf42tim± (#£ U< ii, 1-3 OflSSK. ff* L< J4 1 - 1 040*1 
K, $fetwff*L<t±afc (1-5) ffi) 075 yK^U75 y^E?lk (a) #E 
^)#^T^$tt*T5^miB^JtC 1 2fcf4 2>|@JiLt (Sf£L<Wk 1~30|II, $f£ 
LU4 1-1 0ME, SfcfcSf* L<{4^ (1-5) IB) ©75^WJDLf:7^ 
IMB?!k (^) #E?iJ#-§-t?^$tL*T5 ^RE^IIK 1 i fctt2«J6U: (&* L< t4, 1 
-3 0t^ *?£L<til~l OW, HClflUlii (1-5) IS) CD7 5 7 

m s nx2tLfcT$. ;mmn> (-) &mm&^-e$izti2>T$;msM*<ni*fc\*2 
m&± mi l < t4, i~3o mmm, & * l < \t 1 - 1 o ranis. $ h cfft l < t4$c 
(i~5) is) <or< ;m&m<DTs. ym-?m&ztitz7* >>RE#k £fcf4 (*) -ett 

ib ZfafrG-ibittzT $ SMffi&}*'k : £'f2> ? ^^S^^V^^SAf^V (mutein) 

fcl{4, TfrtlTJ > a Kit, tmttl^&Z*L&7$SmiW*1(-+&Tfl'1l7<t > a 
1 tlfi?ij#-t 1 ■?a3*L*7 3'y'lMEy!l<0*7 1#B t 7 2#1(C 1 0 7?y^JfA$ 
titzT frlJTJ > a 2i)*3£&t%> 0 
[0018] 

N*Mo®fM 1 ^ifi^*^tL^W{4 > ^-r^^7 p ^- K^7^7^>fv-^tif 

t*4it^Lv>, i©J:H^4«> AlcaO^, If, 1 "C^^tt* 

^T**19, Alcyff^^, jit, E^lJ#-i-2-C*$*L*7 5y'BtE3RI^>825#B^ie-r* 
ymt826#B^*tfD-f*75 ymoP^Xt4'?-^#'C*)l5, Alc 7 <^^> iit, B 
^!J#^- 3t?^^tL^T?y mE^J O804# B fcitJS-r &7$;Mt 805# B JC^i" 475 

[0 0 19] 

I3r^lEtS. Alca (4APP<0ys--9-^ h x-<nWM*ftv Bkmz£^>x1>fflm9\-~?®WiZfr 
4 0 tOi^ftfflJtitt, jit, E?!l#-9- 1^**^*7 5 ^»E9!I©708»B»wWJES-r* 

ffiiE# 2004-3112510 
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7 5 y&fc709#BK*|-f&1"<&7 5 J&<Dm*tz\i-t:(OT5:&-£*>2>o 
[0 0 2 0] 

fcttBSM** 1 "C^^tL* 7 5 y ^SS?!)0866#i ^WJEBi" * 7 5 y fc867#B 

7 5 yi^^f^ig, x&ie?!J#-t i T-^^tL^ 7 5 y m@s^'J^869#@ IC*frJS1-* 
7 5 y IS fc870#B 475 ySSOHi L< (i-eoi5#t?*> >?> A1c,5<0*f£\ a# 

. @B^iJ#^ 2 T?^ $ fi& 7 5 7 m@E^iJ<0875# B HWJ&I" 475^1^ 876# i 4 
7 5 yi<D^II^©fi§T^ >9. Alcytf>»«&\ fiH^ HByU#-t 3 "CSt? *LS 7 5 y & 
@e^!l <£847# B ^ 7 5 7 BK 1 848# i KMBir ST^MXIit & 

o ii-e |~i£#J fcli, «lWf«fi:3&»e>ati(Mffl£)LF«3075y»^«HS:^v^ 

t < *45«mF»30>7 5 yBW>|EH«:V^o 
[0 0 2 1 ] 

& C t 5&*T £ & t <b ft£ o 

(1) ^m<D^-f^ FiiTfrtTJ -yfrbSLWrt-Zifi, TArUf* APPRtfXLll 
OHfft^^Mt* (Araki, Y. et al., (2003) J. Biol. Chem. in press, 9&m 
¥2003-164298^%) o ttz, T frU 7* J y\±, T*V*<i ^-^BMom^APPt |WJ C 
55-«*-f (#BSfeW 2^5.^3) o 

(2) T ton ¥4 >(4APP£|WIC<BACEKioT^Eff£;}x& 0 

(3) #*WO'<^tKtt, A0 t|W|C< ^Hr-'J y{:iot^)®f?Wii:i:j:ot 

(nafeeiu, 6, 3t if 7) o *§&w<D*7m*. hp tmmzmj&tu~%- 
(^i&^i7) o ztib^mmfrb, ^m<o^y^v <Dm&.Mfrt> a pnm&M 

(4) A/9tt»*tt*#ofci«) % TW^J ^-m^W^-iJ- £ LT^fi&KfUffi-C 

6#B^7 5 y$^«b29#B07 5 y BW»fc - N-*fc 

C-***3S£ 5 F s fTj&-S'- hflMt*#&o £n^l£&fc&oTA/?^*£3l#jtB-1-fcTO 
$tLTV^>^> (" Oligomerization and fibril assembly of the amyloid ^-protein" by 
Roher, A. E et al.. Biochem. Biophy. Act. [2000] 1502, 31-43.) „ — 3\ **9!<*> 
^7°^ Kii, N*SB«t«-^'; C3fe««K /?-~>- h mat SrlM , 

[0 0 2 2] 

[0 0 2 3] 
[0 0 2 4] 

ttii, urn, jm*. mm&. Mm.ffi.%t**w&-?&. ztib<D 

[0 0 2 5] 

% ^x^r//nyK K7f/0 7h, ELISA, -9- > y f-ELISA> ^yt^/T'; 

ffiSE#2 004-3112510 
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o ^> K-f 7f-ELISA{i> Tomita^^Bfir^: (" Cleavage of Alzheimer' s amyloi 

d precursor protein (APP) by secretases occurs after 0-glycosylation of APP in t 
he protein secretory pathway" Tomita, S. , Kirino, Y. , and Suzuki, T. [1998] J, 
Biol. Chem. 273, 6277-6284) fc!Btt£ftfc#i£Kt£o-Clf3 £ hifit* *#fi<HCI± 
^ (1) *%WO^?^ YI,Ztt^Z!&mM%fcfc*Wmzffi&2*t, (2) *£Kf**r* 

&£in;i. (3) M£&i£U (4) Yizttir&swft&ttitefofcZlJa 

x., (5) miViit-KM-r Z>mt (StlgGStftO t*oT, I£fgT~M£*tTv^#t#£ 
JniU (6) ttB»*fc#-r**«iin;l. IHittiWkLt, |*#r#*+«)a|c»Wo 

[0 0 2 6] 
[0 0 2 7] 

^y^n-f;i/fi;#l±, 0iJxJ£, m^^TomitabcD^tm^lBm^^TV^^tc^oT 
^^--Sit^X-^^o JWMSfcli, (1) Zl&WO'*??- H*lfcWfctt#U (2) M 

mW}m*b&fcm&.fflm*$mL, (3) t»i4«saJ:fiiite^i^H> ^ 

k— r*S^L. (5) ttffB^L#S^-f^V K-^©J&*±»^ett;ff 
[0 0 2 8] 

iv> 0 &8&#^"7*?- Ktt#fc|£5£$*Lfcv^ Alec ft*0^-/f-KO»^ wm 

B*»fc845#BK:ffiiiS-*-*7 5 -/Bft*»e>**^^ WtL<> Alc 7 

K2?!l#-^3T?a5*L*7 5 ymBB^)O805#a^fb824#g^ffi^i-S7 5 /^?> 

-6iri:i:, 2-1 OiSSMt^o JKfl*MHIli&«\ flUtf, 2 ~ 5 0 

MMimtzmfcZti-f, Mz-l*. NS-K P3U1, SP2/0, AP-l^£^ffl-f£ Z£tfX~£Z> 0 

i loft 3 ) £ fcj^-CSSo 
[0 0 2 9] 

^n-^l/jfrffcfc. 0Ox.tf, ArakiP>OH:fc (Araki, Y., et al.. [2003] J. Biol 
. Chem. in press.) & ^fcffi*3*LTV*a#fefcf£o-Cffc*"*& £ t^ s t?§ &o JMfcftJ 
£{±. (1) *f&WO^^f-K*«ll*»ca-^L, (2) TftiBttl&^&Mu JR*^s*»flJl 
U (3) |&ejflL«^* tizX «K IflSlO'K'^n-tW* 

tBSE# 2004-3112510 
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[0 0 3 0] 

[0 0 3 1] 

[0 0 3 2] 

[0 0 3 3] 

C^Jfe^ l ] 

8a-frOC57BL6-^^^ ^L^30mlO««tKA(10mM ^^J^ pH7.4, 0.32M 

*:?n-*, 5^g/ml ^X^fy, 5/^g/ml xH^-ff-v, 5/*g/ml ^y**^)* 
-e;i/-X7W 7f •t7DV- afc-ty^-f If— 'J7?>X : 0. 12// m) t?10^. hn-^ 
1 iz X *) XL/Co 't©**??*- h *at'fc#fcS (lOOOxg, lOmin) f& 

K&'M&S (lOOOOOxg, 60min) Lt, ^Vy filtlI^#/;„ J3Hli#£2mlOig«Ir 
iftAfcSDx., ?BK«Lfc 0 Beckman SW41ffl - X <£> 4 1 K , a«*RA+ K0-28%<Z>-f * S J* 

*a**V>J:9K»*»»-MLfeo £^&41000rpm, 115min, 4t-eS^ILfc 0 iS'fc 
^^--7*^Jg^?>900ml 0*013-7 va V»l!tU^o #77^ya >7.5//U: 
, 5/£l©5flSaiftSDS|iM4jR«»(43% ^ U * n - (Wako) , 16%SDS(Wako), 64ng/ml 7 
7x; -^^-(Wako), 5mM EDTA, 0.22M Tris-HCl pH6.8)2ttf2.5/i 108MRSSi£ 
«t«:inx.> UfcUt. 8%**/HSrfflV», LammliO^&fctfcV^ SDS-PAGESrff ofc e 

fco IfctUttECL kit(Phannacia)*J8v»Tfrofc 0 gitftti, &APP«SC^£l# (^SAPP 
t C*»Bffr*W*tftm-ei4) , ttXllL#frf*. #LAlcafcvfc> ^nN>^ji/7-f 
K^V^9— if (PDI) 8fc#, gu=T;V'7#130kDav h V y (GM-130) 
, ^^h^S > (SYT) fcvfc. fo-*VA**Z'>mm (KHC) S^yv-b- 
U^l (PS1) CKffimfr&fcZm^tio #lX11L#i#: (mint2, BD Biosciences 

) % #lPDI#l#: (1D3, Stressgen Biotechnologies) > JftGMlSOjfi'fc (#35, BD Bioscience 
s) „ fetSYm^ (#41, BD Biosciences) > ^KHC^^ (H2, CHEMICON International) , 
RVtffiPSlCmMWK-fcfc (PS1-CTF, CHEMICON International) tiHiJRO *> © Liz 
o gtAPPMK^I^#{iG369. fiLAlcatt:#»iin , 83«:'ttfflLfco G369W, Oishi, M. et a 
1.. (1997) Mol. med.3, U-113K&1kZ1ltt&fcfc'oXft3kZtLlzi><D~C3b&o UT83 
W\ hAlcalOCSfcSg^T^K (954^97107 3 7 $0 KCysfcillx.fc^T'?- KSrSuHC 
fc L£^¥fi5fc<9^y ?n-^;i^#;^&£(Araki Y. , et al. [2003] J. Biol. Chem 
. in press. )o V ? y h O&MZM 1 lt~7*-fo 

[0 0 3 4] 

»7i^^>'7 , n<7ho^ 77^V a >8KAPP. X11L> Alctf<# < <£t HX^iz<DX 
, ^77^73 >tf>ib500^1»lU dtL^«^2f&M*CHAPS^«?i£(20mM CHAPS, 2 
OmM U h y *A PH7.4, 280mM V 'J >7 A)fc:2jnx.T, itJ«fl-**r»fl:Lfc« 

, G369(«fcAPP«BJI&«IS«tt:#) T*Sftftitl**ffofco HSmtLtzmj&fr 

ttiiE# 2004-3112510 
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fc. G369 4^1^in^-> 4TC-cmBKJ6$*fc«. 2^»KCHAPS L£30 
1 W50%7 p n-r-r >G--b7 r a-^=Srinx.4t:t i lB^^S:jS$-^^:o tORJS&Wlf-X 
£800^ 1© 2teitgCHAPS «fltift-Cftv^ 45^ 10fttMMtffcA41fr(3O/< 5f&*«SDS 
Kfl-«««fcl5^ ia8MR*»ffc<Bi&fr*&)*ira;L, 5^Hfiltif-X(:#v>tv^jS 
^•^RT^bL^o £0^1tj£^&8%^;v^SDS-PAGE£^o£f£. ±12 1 IWJ&K 

atfC#. StSYmfltW«*», IgGSfil (IgG(H)) fcfcH-fcSitffcfcfli^fco MR?.i:LT 
[0 0 3 5] 

0 2»J:^:, G369^J:S*®ft«it»tcJ:oT^e.*tfcjfi«'0 + twt±, APP/itf 
XllL^Alca tLTV^Co APPS±, XllLhAlca h#§£"L. r=. 

[0 0 3 6] 

CHifefl] 2 ] 

5A©7;V7^-fv- <b *1R L fctfrsa**>Jfi*a fcKryof ix ( J. 9 J-fr, # U 
^V>^'J B-^RO'*©***^ Merck) fl~7B@fet, ^5 7r/C^IUo 

ABC elite kit (Vector Laboratory) ^SSJfe-fe Lfco 
[0 0 3 7] 

ftaafefett, «M-«rttAlcagL-»:(UT83)»«L (0.8^/g/ml) Xttj^*Bli&n«tt«;#(22 
Cll, Roche Diagnostics) (0.5/ug/ml) T^f^a^-hU _-#C#MfcKf&3fe, 

.ttliU, ft&LTV^fcv^-^IgGiftifc (0.8^g/ml) 

ratttftSEIfe'feSrsffofeo JfcAlcaSMfcfc, i^JiuflJJcW-rattia^^K (40nM 

[0 0 3 8] 

StAlc«tt;#, ^APPM^MtrC^ S.y f ^UTV^v^^^IgG=Sr«fflL7t^<7) 
»*«r-€-tL^BI 3 - 1 > 03-2, H 3 - 3 fc^o 
[0 0 3 9] 

ztit}<Dmi<~7F-f£ o Aica tmit, tw^j •?-B^<Dmft^i$^xmz£ -5 

li0i:^L"CV»3:v»#, 03-3 fcra»fc#&*feffi$*tfcj&»o;fco 
[0 0 4 0] 
C»^3] 

^11^*^9 7^ yfoLtzfe, JlfcAlcaSMfc (0.8//g/ml) t#CAPP 
M^TOfcvft (0.5/ug/ml) 2:£"^tr?t?8U XtffiUlc « (0.8/ig/ml) StA £ 
(l/lOOOK^U-Cttffl)^*^^^^ 4G8 (Signet 

Lab) «r«fflLfco 
[0 0 4 1] 

•7-9-^IgG*/L# (Jacson immunoreaserch lab, l/30H^flLT^ffl) h -V^fi^Cy3^lii 
gt^^^IgG^ (Jacson immunoreaserch lab. l/50K%rffi. LTfiffl) *«^tr«Ff8tT?>f 
^^i^-ht^o >Jsj* 7 MS{Dfl^^>7 , 7-^ 

BSfefetcJ: ^TOlSrffofco 
[0 0 4 2] 

FITCO^^^ffi) ,83-5 (Cy3tf)*£;&tfi) , (FITCi:Cy30l»£^m 

WSE# 2004-3112510 
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1 (FITC<^*«r^m) .04-2 (Cy30^*^til) , 3510*814-3 (FITCfcCy3?>W#£ 

taw) k^i- 0 

[0 0 4 3] 

H3-4, RXfm3- 6 KarTJ: ■? Ale a fcAPPtt. TW^J 

o * H4-K 04-2 %.Xfm 4-3 «t 1 l', APPfi. A/9 Lt^ASE* f 

[0 0 4 4] 

[0 0 4 5] 

CHifefll 4 ] 

Ale «s Ale/?, Alcy. XttAPP695 (695114) T 5 ^ h & & * 1* APP<7>T 4 V 7 * - 
A) *• 3 - K-fr^DNAfclfcfLSfflfl&fflSHS'** * -pcDNA3. l(Invitrogen) fcffA L/>io 
[0 0 4 6] 

10%«jjrBJfiL7jt£-g-trDMEM (->^v*±D5796) OAo £ 6 ^ig*m (JgM^lOcm 2 ) &-HEK 
293*llfl&*##> d©a)|^:±E^llU^a^^ HittmXmM (LipofectA 

MINE2000, Invitrogen) ^IwtfXLfc. *mafc LT^tff A. LTV>fcV>pcDNA3. 1& m 
m KHEK293M S A L 0 
[0 0 4 7] 

igi&lmnc % ^l/-t-'J >|S#^JL-685,458(Calbiochem)ODMSO^Tet (lmM) &1//1&I 
L, 24l*BIJ&#Ufc^> Jff**r#flStLfco MI^LT, L-685,458i#f£?>ft*> *} iZi$*<DD 
MS0£«lU H*fc*8F**frV>. Jgtt*$MfcLfc„ »RLfc**t, lmlOHBST««fift(l 
OmM P H7.4, 150mM ^b^- h U 9 A , 0.5% TritonX-100, 5//g/ml 

5//g/ml n-f^y^-V-, 5^g/ml ^-/^ 9 f->) *-C$IJ8& , t , <Z>* KfcW&ffi L£o IT 

^fcLfcjfflJfe*jt'M8s3 (12000xg, lOmin) U JtWfc**, TSTiSflyifcfl-fcEIJDlLfco 
^b^7.5/i lfcttU 7.5^ 10ftM«M^(5^ l<&5te«£SDS^«««tfc2.5/i 

108M mmm®.<om&W)*1&*., 5W»l^. cot>^t, B/i5%v>2 9LrJi'"e 

SDS-PAGEfctfofcfc, hu-bfru-A* >^\^>izm^L. V^Xf^zT 

uy hfcffofco SDS-PAGEliLammliO^fel'^oTto — *fcAPP*fflfl&g^#L# 
(G369, 1/2000 fctfJRLT-ttJfl) > &Alc a #l#(UT83, 0.3//g/ml), gbAlcjff£Wfc(UT99. 
0.5/ig/nlK &t^lcyifrffc(UT105, l/500£*ttLT-ffiflj) fcfflVN ^ffiteECL kit(Ph 
armacia)*fflV>T^f o/Co UT99S.O ? UT105{i-?-tL-?tLAlc^S.O f Alc7 OC^Jg^Mlft 

t*St#T?**o iOSS**:® 6^.(^0 7 A-CK^c-To 
[0 0 4 8] 

APPO-®iO«mfr^J:oT^C*C*SI«Wf^-tt> ^ns-'J xaotrisil^Bf 
*<9«®rm*ifflJ&^#&$*L£ (135) o ^Hr-'J^Effiflt 
^tjp-r^t, ~ Eg APP^)C*MJifn-i±»F*It-^1"^o 
t, ^lz-fe-'J >Bl#$iJ (L-685,458) *Jn&;fc*^fcO*C5fcJ»1ll»r>i- (CTFa ) #«fflfl& 

[0 0 4 9] 

Alca&^Alcy *>> APPfcRMfcfc, ^ V-fe V - >ffi«J=SrUDx^^r^^^<^«BJ3fe^ 4 * 
- V^lzClfiWmmfr (CTF1) #*|£ffi$*LTV>;& (BI7A2fctfC) o Z<DZkfrb, Ale a 
WAlcy 05C*M»f>T-i>APP<O^-tLi:|i|#^-/Hr-V y o-Ci2J®f£*L& t^kh 

ffiS*vCV>£;!3i9 (B7B) „ CiSiSfW^r-VXao-C^J 
m £ 9 *» *± *> ** h £ v> o 

[0 0 5 0] 

Alca. Ale/?. S-tfAlcy ^N*^v-^^;Vie^lW^^FLAG^^iS?iJ^J¥X$tL/i^ >A 

|±JSE# 2004-3112510 
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(FLAG-Alc a N FLAG-Alc/^ RimAG-Alcy) *3- K-*-*DNA*ffcS4U **L&* 
IILilMHa^^ * -pcDNA3. 1 (Invitrogen) K#A L fco 
10 0 5 1] 

10»^J&iBjm»t^trDMEM (~>^-7*±D5796) ©A^?t6^tl (Jg®«10cm 2 ) &CHEK 
293«BJI&«:»#, icD«H_hlBT-^b^^^^ MittMXUM (LipofectA 

MINE2000, Invitrogen) ^fflV^SAL^o ttmt LTIrT &}?A LTV>& V>pcDNA3. It H 
ft CHEK293*BU& K mXLtZo 
[0 0 5 2] 

igiftlmnc, yi/^-'J >-|S##JL-685,458(Calbiochem)<7>DMS0*#?& (lmM) fcl^iaSim 
U 24B#IW*&*L;fcfc. i§**»IRLfco MItLt, L-685.458»«LOft*> «5 fcM<Z>D 

[0 0 5 3] 

JgifelmlCTUT, 150/* lCD»?j£B (7.7% SDS, 16. 7mM Tris-HCl pH7.4, 0.3mg/ml 
0.3mg/ml n-f^T^y, 0.3mg/ml ^^f^) £Jn;i. 5#HB5g$L 
, * w<*j£#*ggte£ii:fco 3. 75mlOMWi£C(6. 7% NP-40, 0.4M NaCl, 26mM 

EDTA, 200mM Tris-HCl pH7.4) „ 1, 75ml«D^|£§?#fc(l0ng/ml n >, lOng/ml 

^7^-^A,, lOng/ml ^^^^f->*^trS«7fc) fcJBUfc&niLfcft, tfiFLAGfcvfc (SI 
GMAtt)2^ l«-inx.. ftSift (4"C) IBJ-f- a- 7* £3£WIfD U ^JK^ttKlfefciifT 

£-£fc 0 -?-Of£ N 50// 1<025% /nf ^ >G--f7 r o -*/25%-b 7 r n -*-4B(Pharmac 
ia Biotech) fc-^tr'J >*^©f& (0. l%TrotonX-100, lmM EDTA, 150mM NaCl, lOmM Tris 
-HC1 pH7.4) 4"C, 3B*IH!EUE3*fco ffiM^fcSt'M&a (3000rpm, 5min, 4*C 

0.1% TritonX-100, 1M Mth'^A, 20mM Tris-HCl pH7.4). *5fcf§M£«II(0. 05%S 
DS, l%TritonX-100, 5mM EDTA, 150mM h V 9 50mM Tris-HCl pH7. 4), V >X 

- h n-b;i/n-^>< >"^V^JC^ >;^Ii-^?L> -J/x^^y/n y h fctro^o SDS- 
PAGEJiLammliWfltfe^-afeo — ^#14. ^FIAGfevffc (M2, SIGMA) *fflv>, ^ffifiECL k 
it^ffiV^TtTo7to COtt* =8:817 D~Fl-^1"o 
[0 0 5 4] 

Cft&OglfcjjttJ: o K % Alca, Ale/?, Alcy tUCov^T fc, i&ifo^ KfitFLAG 

fiLfrKio-CBflfe^ft-SHf^^tB^^o FLAG^^Sa^Jfi^Alca, Ale/?, Alcy ON 
*jgl:^LTV»-S©t?, :<7)iW>^ Alca, Alc/3, Alcy O— HJgOiiOKffKi oT 

[0 0 5 5] 

[HifcM 6 ] 

Alca, Alc0, Alcy *a- Ki-^.DNA=S:Iii?Lli»ffi%^^^-pcDNA3.l(Invitroge 
n) t;#AL/-: 0 
[0 0 5 6] 

10X^JteiBJfc»**trDMEMOAo/il0ciB^*Jni (Jg®®60cm 2 ) fcHEK293*fflJ3&&3f^ £ 
OjfflJj&tcilB-ef^SlLfel&a^^^-*^ a^-SAttai (LipofectAMINE2000, Invitro 
gen) £fflV>TSAL£<> **J8it t LT#&J¥A LTV^V>pcDNA3. 1 PQfift *^HEK2933ffllfe 

[0 0 5 7] 

24B^^^#t^ : f^ tgj&*&Xfol%?BSKXffl1k fcifeo 10ml PBS5r#SSnx, tf^ 
>^*HJ&*3Hh& , U 15ml 7r/l'3>fi-^X^o jt^a (I500rpm, 10 
min, ^y^v^tt«fia[^a'^a*«ffl) CiD«fi*ftftx gfio^Uy H:itL 
, lmlOj^MO)(0.25M **n-X, 10mM h 'j ^ -^7 5 ^-ftBft pH7.8, 5/zg/ml 

5^g/ml uji-f+y, 5^g/ml * *■>) fctfllx., 27GOfr : £:12[sliI 

tBiE^F 2 0 04-3112510 
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titCi *)ffl!&Z®&LtZo mnLfzmmit h 5 -*±TMA6 rotar-T?3000rpm(1000x g) I 
Qmin 4tflM*U *«fc«»IIIJl& « * Bfc £ , 8fc«*fflli&flM*ifc*»;fco uW^IM^^ 
Beckmann*±TLA45 rotarf45000rpm(100000xg) 60min 4 < CHT^L. ±jf (fflMMWfr 

) t« mmfr) *n?zo z\<DmM^ioo M i<DmmmmznmmLtio 

[0 0 5 8] 

YLtZo tfz, ft»iftftl/< K*& /V-b-'J V|£##J (L-685,458) fci&DnLrt: 

5%0 2^^;VT'SDS-PAGE : Srfi : o7t^ > -bn-fe;l/n-*^ W^JfSrJg^ 
L> ^x^r/rny h^=ffo^ 0 SDS-PAGE{iLammli^#feH^o^o — frtiifclt, fiUl 
cat)L#(UT83), #tAlc/?j5vffc(UT99K fcUlcy #t#:(UT105) fcffl V>, ^ffiliECL kit(Pharma 
cia)*m^Xftvjz 0 i^^*HI8 A~CH^i-o 
[0 0 5 9] 

CtLfjCOlUlC^-rct 9 fc, AlCff, Alc£, Alcy C^V^-f *UroV*Tfc, $HI:fr£^>3r 
M-^.ifcH «fc >9> #AlcOC*^W^^-trifJt (Alca-ICD^) ^ffi$>L*: 0 

T'V-fe-'; >^«toTAlc«^^C*M^^-i-tf|ff>T-^^m^tL^>i:#x.^tL^o 
[0 0 6 0] 
C*Sfef?!l 7 ] 

£DNA£ffciJL*:o m 9 fc^t" J: ? fc, AlcaAEJi. 'y^-T^^zf^- Ft-®E<D®mU 

{i, FLAG^^i£^iJ»X$tLrv^ 0 
[0 0 6 1 ] 

Alca AE£n- K1-^DNA*Pi?L*»ffi^^^ * -pcDNA3. 1 (Invitrogen) Ktf AL 
fco 10%«>B«*^-trDMEMOAo7tl0cmi§«Jni (^M«60 cm 2 ) KHEK293««£ 
, iO«^±IB-C^ML/cl&ii^^^-*. itfS^SAlSgg (LipofectAMINE2000, Inv 
itrogen) *|V>t|ALfco fcHSfc LT#k*ipA LTV>£ V> pc DNA3. 1 *> |WI#KHEK293;ffl 
J&KSALfco igifelmlK, lOyuM LLnL(Calbiochem). 1 M M DAPT(Calbiochem), Xltl/uM 
L-685,458(Calbiochem)<75DMS0M*'?-tL-rtL*||-jt*^l / /Mll^^ i ? «3jnL 

ttT. L-685,458^^ftt>l9 K^g^DMS0£i£inU mmK1%mZft^, IgtkZtf. 
WLtzo 

[0 0 6 2] 

mULtzigm-ttL, ffiFLAG:j3vffc(M2, SIGMA) X ZftfemRW 9 V fn y V £ 

m \ <DmuGfofciijuz.4x:x* iv&mKB2*ttzo zo^ 1050% :/n7M yG-^y 

7 n y*mMWL<S). l%TrotonX-100, ImM EDTA, 150mM NaCl, 10ml! Tris-HCl 
pH7.4)^Jnx., ?P)i:4t-eiH^£>§^t> tf-X^miRL7to £Ofcf-X£ % # 

) . y^mmmmmmxm^m^iz^ 30fi\<D2mmmYv^ynm-mmm.(9oo 

mM Tris-HCl pH8.45, 24% -fen-;i/ f 8%SDS, 0.005% ^vy- • ^'JV7>f • "7* 
;1/-)£JD;U 5^^L> e-Xtc#v>Tv^^$r¥r^bb7t 0 iORr?#<k^*15 
%h'J^-f'Jvvy;V (Schagger 6 von Jagow <DfefeK£ £) -C3M|LfcflL fctFLAG 
^# (1/2000«$0 ^c^ftAlc a fofc (UT83) &fl5v>-C ^.x* 9 y h Srfi 1 ^ W 

^.=.^y\ZXh^W§a {kpWMK) Wk\ca AEfcECL ki t (Pharmacia) "C^ffi Vtz 0 
[0 0 6 3] 

4mi^HBST^w mmt^Mw 4 i^mm) *~cmm*<D?ys-<?m*mmL?zo ^sm^t 

mSE# 200 4- 3112510 
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L/cM&it^&S (12000xg, lOmin) U _tf» =Sr*ie> RT^b^I^'Sr lU^R U^o TOlbJ^ 
$frlmlfc#U in,¥lA(M^2 M l^inx. 1 B#m£OSS-H:fc^ 30// 1^50% 7°n -r >G-te7 

X£800/z 10HBST««*-C3 EftofelfeH 45^ 1 (30 a* 5 jgSSSDS 

fc)-efl-JiL*:lfe, #LFLAG$7L , ffc (l/2000fc*WXt^lc«tt# (UT83) £JBv>T7^J* 
[0 0 6 4] 

[0 0 6 5] 

mmm s ] 

AlcaXttAPP695*a- K1-&DNA£Pf?lJS#fflM3§5i^ * -pcDNA3. 1 (Invitrogen) K 
#AU ifc, Vi hBACEl* 3- K-T -&DNA (Doms1*± £ «? #^0 * Pit?Ulf&5^ * * -pc 
DNA3. lZeo(+) (Invitrogen) Kit A Ltz 0 
[0 0 6 6] 

10%W^Jflirt 5 S:^'tfDMEM (~>^-7ttD5796) OAofc6^JS*I (j^M^lOcm 2 ) KHE 
K293«BB&*»§, £©«BJ8&fc±IB^fl;»Lfc3&^**-4:, itfc^AISIig (Lipofect 
AMINE2000, Invitrogen) ^iKlAUo *XU3tDNAOjfl*^*>*l±BI 1 1 OfS«^ 

[0 0 6 7] 

#«£24B#^ Jffl]&*HBST««« (ffljft*±Hifc0I 4 KfBlft) 

pI^bL, 8/15%^l'T-SDS-PAGE^fi : o^:o rfr±<D? K*- Yu-kfru-A* > 

•rv^KSE^U SbAPPSMfr (APP/c, SIGMA) XtfffiAlc « 8t# (UT83#b#0 £JSv>-C7J. 

*y?Uy hO&MZZtl^tlWl lhRZfBKTfi-fo 
[0 0 6 8] 

Ell lkKT^irXoK, BACEl*f&m$*fv>4:^jfflia (^?>3f|OV-» T?f±, 
i(;«-t^ h<DWWMW^&ZCWai!)*tfi&Ztltzi!f s , BACEl£#£5l$-£*:#fflJ& Cfefrfc 
4#g<7)l'->) -Ctt0— fr>f hO^DBfS%t?**CTF/9 fe^m?tl/Co APP695K 

<0/^> Kfirt^ttOAPP (APP770&U f APP751) fc*ttS-f-& t> 
[0 0 6 9] 

111 lBKarfJ: 7 C Alca BACEl*l&3R$"*TV>*v»jWlfe C£*fc 5# 

TWU ±fc30kDaOtettfc»rtf- (CTF1) rtMfctti3*Lfc 0 i»»f)tW^fli 
. Hifeff0 7-efim$*^Alcff AEW^gtlfHr-lfc-t-^O^ $D»r9->f Mi815#B<&M 
etfc816#10Ala^BI#itt-e*»). 7 5 7 K»«J»156"C** £MJ3*l£o Alca 
fcBACE10W#*»3R**fcjWH6 (2£^"b 6#S^^-» CTFlO-ffeJc^ £?>©rJt 

-fc 0 ^^SO^C^v^Jt^tB^tL^ (CTF p „ 5^**»e>2pJ»rLTif&2807 5y'Bfc*& 
^^^tiil^^o ) o £0®fjf«±. Alca 7mCElKJ:oTi^ifr£ti*:£ tKioT 
4tfc40T*itf^^*t4. fiP"^ Alcaf*. APPfcraaHCBACEim:or«JWf$*L4 
i:#x.(btL-&o HI 1 ^-CAlco {i-2jc<^^*> Kfc LTtfcffiStLTV**^ t*Ui 

H ffltifflli K J: * O T? 2b & o 

[0 0 7 0] 

[Hll] &m^&M<bK£^XfrWhtltz9>s*?KV> 1 }^X?>7Uv y<Dm&* 

WiE# 2004-3112510 
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[132] ft&fcfctz xmWLZ tit: *>/*?9l<n 7V <y Y<D&&*7jz-t 

[H3] T*y»4^-mMnm&fr0SM&& 1 &x (Aicff tAPP^^m) • 
[H4i "r*,y>\4 ^-*A#«)jHiB>T-oftasafefe¥Jt (aic« tA/sSr^ai) 0 

[H5] AFP*fc©A££j£*«*ttK3EL;fcBlo 

[HI 6 ] ttAEPtt#*fliv»*:3|Bft9>f -b- ho?^** ? h 0*£*&*Fi-|2Io 

[0 7] $LAlcK#^fflv^«7^-t- h iJHW^x^^ryyn y KZ>*&**7F 

[ins] eLAic^^ffl^^ii®^^^^^ v/D«; h<D^^m-rm 0 

[0 9] Alca AEO«it*^-ri2Io 

[HI 0] ^FUG&tefcfflv^M^-te- h W^x^r^B'; 

[mil] mttzi*AicaRxNhcn*%mz^tzmu<D7j*-Y<Dv^x?>y 



J±J|E#2 004-3112510 
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SEQUENCE LISTING 

<110> Toshiharu Suzuki 

<120> MARKER PEPTIDE FOR ALZHEIMER'S DISEASE 
<130> P03-074 
<160> 3 

<170> Patentln Ver. 2. 0 

<210> 1 
<211> 971 
<212> PRT 
<213> human 

<400> 1 

Met Leu Arg Arg Pro Ala Pro Ala Leu Ala Pro Ala Ala Arg Leu Leu 
15 10 15 

Leu Ala Gly Leu Leu Cys Gly Gly Gly Val Trp Ala Ala Arg Val Asn 
20 25 30 

Lys His Lys Pro Trp Leu Glu Pro Thr Tyr His Gly He Val Thr Glu 
35 40 45 

Asn Asp Asn Thr Val Leu Leu Asp Pro Pro Leu He Ala Leu Asp Lys 
50 55 60 

Asp Ala Pro Leu Arg Phe Ala Gly Glu He Cys Gly Phe Lys He His 
65 70 75 80 

Gly Gin Asn Val Pro Phe Asp Ala Val Val Val Asp Lys Ser Thr Gly 
85 90 95 

Glu Gly Val He Arg Ser Lys Glu Lys Leu Asp Cys Glu Leu Gin Lys 
100 105 HO 

Asp Tyr Ser Phe Thr He Gin Ala Tyr Asp Cys Gly Lys Gly Pro Asp 
115 120 125 

Gly Thr Asn Val Lys Lys Ser His Lys Ala Thr Val His He Gin Val 
130 135 140 

Asn Asp Val Asn Glu Tyr Ala Pro Val Phe Lys Glu Lys Ser Tyr Lys 
145 150 155 160 

Ala Thr Val He Glu Gly Lys Gin Tyr Asp Ser He Leu Arg Val Glu 

tfiSE# 2004-3112510 
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165 



170 



175 



Ala Val Asp Ala Asp Cys Ser Pro Gin Phe Ser Gin He Cys Ser Tyr 
180 185 190 

Glu He He Thr Pro Asp Val Pro Phe Thr Val Asp Lys Asp Gly Tyr 
195 200 205 

He Lys Asn Thr Glu Lys Leu Asn Tyr Gly Lys Glu His Gin Tyr Lys 
210 215 220 

Leu Thr Val Thr Ala Tyr Asp Cys Gly Lys Lys Arg Ala Thr Glu Asp 
225 230 235 240 

Val Leu Val Lys He Ser He Lys Pro Thr Cys Thr Pro Gly Trp Gin 
245 250 255 

Gly Trp Asn Asn Arg He Glu Tyr Glu Pro Gly Thr Gly Ala Leu Ala 
260 265 270 

Val Phe Pro Asn He His Leu Glu Thr Cys Asp Glu Pro Val Ala Ser 
275 280 285 

Val Gin Ala Thr Val Glu Leu Glu Thr Ser His He Gly Lys Gly Cys 
290 295 300 

Asp Arg Asp Thr Tyr Ser Glu Lys Ser Leu His Arg Leu Cys Gly Ala 
305 310 315 320 

Ala Ala Gly Thr Ala Glu Leu Leu Pro Ser Pro Ser Gly Ser Leu Asn 
325 330 335 

Trp Thr Met Gly Leu Pro Thr Asp Asn Gly His Asp Ser Asp Gin Val 
340 345 350 

Phe Glu Phe Asn Gly Thr Gin Ala Val Arg He Pro Asp Gly Val Val 
355 360 365 

Ser Val Ser Pro Lys Glu Pro Phe Thr He Ser Val Trp Met Arg His 
370 375 380 

Gly Pro Phe Gly Arg Lys Lys Glu Thr He Leu Cys Ser Ser Asp Lys 
385 390 395 400 

Thr Asp Met Asn Arg His His Tyr Ser Leu Tyr Val His Gly Cys Arg 
405 410 415 

Leu He Phe Leu Phe Arg Gin Asp Pro Ser Glu Glu Lys Lys Tyr Arg 



420 



425 



430 
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Pro Ala Glu Phe His Trp Lys Leu Asn Gin Val Cys Asp Glu Glu Trp 
435 440 445 

His His Tyr Val Leu Asn Val Glu Phe Pro Ser Val Thr Leu Tyr Val 
450 455 460 

Asp Gly Thr Ser His Glu Pro Phe Ser Val Thr Glu Asp Tyr Pro Leu 
465 470 475 480 

His Pro Ser Lys He Glu Thr Gin Leu Val Val Gly Ala Cys Trp Gin 
485 490 495 

Glu Phe Ser Gly Val Glu Asn Asp Asn Glu Thr Glu Pro Val Thr Val 
500 505 510 

Ala Ser Ala Gly Gly Asp Leu His Met Thr Gin Phe Phe Arg Gly Asn 
515 520 525 

Leu Ala Gly Leu Thr Leu Arg Ser Gly Lys Leu Ala Asp Lys Lys Val 
530 535 540 

He Asp Cys Leu Tyr Thr Cys Lys Glu Gly Leu Asp Leu Gin Val Leu 
545 550 555 560 

Glu Asp Ser Gly Arg Gly Val Gin He Gin Ala His Pro Ser Gin Leu 
565 570 575 

Val Leu Thr Leu Glu Gly Glu Asp Leu Gly Glu Leu Asp Lys Ala Met 
580 585 590 

Gin His He Ser Tyr Leu Asn Ser Arg Gin Phe Pro Thr Pro Gly He 
595 600 605 

Arg Arg Leu Lys He Thr Ser Thr He Lys Cys Phe Asn Glu Ala Thr 
610 615 620 

Cys lie Ser Val Pro Pro Val Asp Gly Tyr Val Met Val Leu Gin Pro 
625 630 635 640 

Glu Glu Pro Lys He Ser Leu Ser Gly Val His His Phe Ala Arg Ala 
645 650 655 

Ala Ser Glu Phe Glu Ser Ser Glu Gly Val Phe Leu Phe Pro Glu Leu 
660 665 670 

Arg He He Ser Thr He Thr Arg Glu Val Glu Pro Glu Gly Asp Gly 
675 680 685 

Ala Glu Asp Pro Thr Val Gin Glu Ser Leu Val Ser Glu Glu He Val 
690 695 700 

mU& 2004-3112510 
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His Asp Leu Asp Thr Cys Glu Val Thr Val Glu Gly Glu Glu Leu Asn 
705 710 715 720 

His Glu Gin Glu Ser Leu Glu Val Asp Met Ala Arg Leu Gin Gin Lys 
725 730 735 

Gly lie Glu Val Ser Ser Ser Glu Leu Gly Met Thr Phe Thr Gly Val 
740 745 750 

Asp Thr Met Ala Ser Tyr Glu Glu Val Leu His Leu Leu Arg Tyr Arg 
755 760 765 

Asn Trp His Ala Arg Ser Leu Leu Asp Arg Lys Phe Lys Leu He Cys 
770 775 780 

Ser Glu Leu Asn Gly Arg Tyr He Ser Asn Glu Phe Lys Val Glu Val 
785 790 795 800 

Asn Val He His Thr Ala Asn Pro Met Glu His Ala Asn His Met Ala 
805 810 815 

Ala Gin Pro Gin Phe Val His Pro Glu His Arg Ser Phe Val Asp Leu 
820 825 830 

Ser Gly His Asn Leu Ala Asn Pro His Pro Phe Ala Val Val Pro Ser 
835 840 845 

Thr Ala Thr Val Val He Val Val Cys Val Ser Phe Leu Val Phe Met 
850 855 860 

He He Leu Gly Val Phe Arg He Arg Ala Ala Ser Thr Arg Thr Met 
865 870 875 880 

Arg Asp Gin Asp Thr Gly Lys Glu Asn Glu Met Asp Trp Asp Asp Ser 
885 890 895 

Ala Leu Thr He Thr Val Asn Pro Met Glu Thr Tyr Glu Asp Gin His 
900 905 910 

Ser Ser Glu Glu Glu Glu Glu Glu Glu Glu Glu Glu Glu Ser Glu Asp 
915 920 925 

Gly Glu Glu Glu Asp Asp He Thr Ser Ala Glu Ser Glu Ser Ser Glu 
930 935 940 

Glu Glu Glu Gly Glu Gin Gly Asp Pro Gin Asn Ala Thr Arg Gin Gin 
945 950 955 960 

Gin Leu Glu Trp Asp Asp Ser Thr Leu Ser Tyr 

ffiSE# 2004-3112510 
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965 970 

<210> 2 
<211> 968 
<212> PRT 
<213> human 

<400> 2 

Met Val Leu Gly Cys Glu Leu Ser Gly Ser Thr Arg Val Val Val Gly 
15 10 15 

Val Glu Ala Leu Leu Thr Gly Ala Ser Ser Pro Leu Pro Gly Val Gly 
20 25 30 

Pro Ala Asn Lys His Lys Pro Trp He Glu Ala Glu Tyr Gin Gly He 
35 40 45 

Val Met Glu Asn Asp Asn Thr Val Leu Leu Asn Pro Pro Leu Phe Ala 
50 55 60 

Leu Asp Lys Asp Ala Pro Leu Arg Tyr Ala Gly Glu He Cys Gly Phe 
65 70 75 80 

Arg Leu His Gly Ser Gly Val Pro Phe Glu Ala Val He Leu Asp Lys 
85 90 95 

Ala Thr Gly Glu Gly Leu He Arg Ala Lys Glu Pro Val Asp Cys Glu 
100 105 110 

Ala Gin Lys Glu His Thr Phe Thr He Gin Ala Tyr Asp Cys Gly Glu 
115 120 125 

Gly Pro Asp Gly Ala Asn Thr Lys Lys Ser His Lys Ala Thr Val His 
130 135 140 

Val Arg Val Asn Asp Val Asn Glu Phe Ala Pro Val Phe Val Glu Arg 
145 150 155 160 

Leu Tyr Arg Ala Ala Val Thr Glu Gly Lys Leu Tyr Asp Arg He Leu 
165 170 175 

Arg Val Glu Ala He Asp Gly Asp Cys Ser Pro Gin Tyr Ser Gin He 
180 185 190 

Cys Tyr Tyr Glu He Leu Thr Pro Asn Thr Pro Phe Leu He Asp Asn 
195 200 205 

Asp Gly Asn He Glu Asn Thr Glu Lys Leu Gin Tyr Ser Gly Glu Arg 
210 215 220 
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Leu Tyr Lys Phe Thr Val Thr Ala Tyr Asp Cys Gly Lys Lys Arg Ala 
225 230 235 240 

Ala Asp Asp Ala Glu Val Glu He Gin Val Lys Pro Thr Cys Lys Pro 
245 250 255 

Ser Trp Gin Gly Trp Asn Lys Arg He Glu Tyr Ala Pro Gly Ala Gly 
260 265 270 

Ser Leu Ala Leu Phe Pro Gly He Arg Leu Glu Thr Cys Asp Glu Pro 
275 280 285 

Leu Trp Asn He Gin Ala Thr He Glu Leu Gin Thr Ser His Val Ala 
290 295 300 

Lys Gly Cys Asp Arg Asp Asn Tyr Ser Glu Arg Ala Leu Arg Lys Leu 
305 310 315 320 

Cys Gly Ala Ala Thr Gly Glu Val Asp Leu Leu Pro Met Pro Gly Pro 
325 330 335 

Asn Ala Asn Trp Thr Ala Gly Leu Ser Val His Tyr Ser Gin Asp Ser 
340 345 350 

Ser Leu He Tyr Trp Phe Asn Gly Thr Gin Ala Val Gin Val Pro Leu 
355 360 365 

Gly Gly Pro Ser Gly Leu Gly Ser Gly Pro Gin Asp Ser Leu Ser Asp 
370 375 380 

His Phe Thr Leu Ser Phe Trp Met Lys His Gly Val Thr Pro Asn Lys 
385 390 395 400 

Gly Lys Lys Glu Glu Glu Thr He Val Cys Asn Thr Val Gin Asn Glu 
405 410 415 

Asp Gly Phe Ser His Tyr Ser Leu Thr Val His Gly Cys Arg He Ala 
420 425 430 

Phe Leu Tyr Trp Pro Leu Leu Glu Ser Ala Arg Pro Val Lys Phe Leu 
435 440 445 

Trp Lys Leu Glu Gin Val Cys Asp Asp Glu Trp His His Tyr Ala Leu 
450 455 460 



Asn Leu Glu Phe Pro Thr Val Thr Leu Tyr Thr Asp Gly He Ser Phe 
465 470 475 480 

Asp Pro Ala Leu He His Asp Asn Gly Leu He His Pro Pro Arg Arg 
485 490 495 
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Glu Pro Ala Leu Met He Gly Ala Cys Trp Thr Glu Glu Lys Asn Lys 
500 505 510 

Glu Lys Glu Lys Gly Asp Asn Ser Thr Asp Thr Thr Gin Gly Asp Pro 
515 520 525 

Leu Ser He His His Tyr Phe His Gly Tyr Leu Ala Gly Phe Ser Val 
530 535 540 

Arg Ser Gly Arg Leu Glu Ser Arg Glu Val He Glu Cys Leu Tyr Ala 
545 550 555 560 

Cys Arg Glu Gly Leu Asp Tyr Arg Asp Phe Glu Ser Leu Gly Lys Gly 
565 570 575 

Met Lys Val His Val Asn Pro Ser Gin Ser Leu Leu Thr Leu Glu Gly 
580 585 590 

Asp Asp Val Glu Thr Phe Asn His Ala Leu Gin His Val Ala Tyr Met 
595 600 605 . 

Asn Thr Leu Arg Phe Ala Thr Pro Gly Val Arg Pro Leu Arg Leu Thr 
610 615 620 

Thr Ala Val Lys Cys Phe Ser Glu Glu Ser Cys Val Ser He Pro Glu 
625 630 635 640 

Val Glu Gly Tyr Val Val Val Leu Gin Pro Asp Ala Pro Gin He Leu 
645 650 655 

Leu Ser Gly Thr Ala His Phe Ala Arg Pro Ala Val Asp Phe Glu Gly 
660 665 670 

Thr Asn Gly Val Pro Leu Phe Pro Asp Leu Gin He Thr Cys Ser He 
675 680 685 

Ser His Gin Val Glu Ala Lys Lys Asp Glu Ser Trp Gin Gly Thr Val 
690 695 700 

Thr Asp Thr Arg Met Ser Asp Glu He Val His Asn Leu Asp Gly Cys 
705 710 715 720 

Glu He Ser Leu Val Gly Asp Asp Leu Asp Pro Glu Arg Glu Ser Leu 
725 730 735 



Leu Leu Asp Thr Thr Ser Leu Gin Gin Arg Gly Leu Glu Leu Thr Asn 
740 745 750 

Thr Ser Ala Tyr Leu Thr He Ala Gly Val Glu Ser He Thr Val Tyr 
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755 760 765 

Glu Glu He Leu Arg Gin Ala Arg Tyr Arg Leu Arg His Gly Ala Ala 
770 775 780 

Leu Tyr Thr Arg Lys Phe Arg Leu Ser Cys Ser Glu Met Asn Gly Arg 
785 790 795 800 

Tyr Ser Ser Asn Glu Phe He Val Glu Val Asn Val Leu His Ser Met 
805 810 815 

Asn Arg Val Ala His Pro Ser His Val Leu Ser Ser Gin Gin Phe Leu 
820 825 830 

His Arg Gly His Gin Pro Pro Pro Glu Met Ala Gly His Ser Leu Ala 
835 840 845 

Ser Ser His Arg Asn Ser Met He Pro Ser Ala Ala Thr Leu He He 
850 855 860 

Val Val Cys Val Gly Phe Leu Val Leu Met Val Val Leu Gly Leu Val 
865 870 875 880 

Arg He His Ser Leu His Arg Arg Val Ser Gly Ala Gly Gly Pro Pro 
885 890 895 

Gly Ala Ser Ser Asp Pro Lys Asp Pro Asp Leu Phe Trp Asp Asp Ser 
900 905 910 

Ala Leu Thr He He Val Asn Pro Met Glu Ser Tyr Gin Asn Arg Gin 
915 920 925 

Ser Cys Val Thr Gly Ala Val Gly Gly Gin Gin Glu Asp Glu Asp Ser 
930 935 940 

Ser Asp Ser Glu Val Ala Asp Ser Pro Ser Ser Asp Glu Arg Arg He 
945 950 955 960 

He Glu Thr Pro Pro His Arg Tyr 
965 

<210> 3 
<211> 955 
<212> PRT 
<213> human 

<400> 3 

Met Leu Pro Gly Arg Leu Cys Trp Val Pro Leu Leu Leu Ala Leu Gly 
15 10 15 
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Val Gly Ser Gly Ser Gly Gly Gly Gly Asp Ser Arg Gin Arg Arg Leu 
20 25 30 

Leu Ala Ala Lys Val Asn Lys His Lys Pro Trp He Glu Thr Ser Tyr 
35 40 45 

His Gly Val He Thr Glu Asn Asn Asp Thr Val He Leu Asp Pro Pro 
50 55 60 

Leu Val Ala Leu Asp Lys Asp Ala Pro Val Pro Phe Ala Gly Glu lie 
65 70 75 80 

Cys Ala Phe Lys He His Gly Gin Glu Leu Pro Phe Glu Ala Val Val 
85 90 95 

Leu Asn Lys Thr Ser Gly Glu Gly Arg Leu Arg Ala Lys Ser Pro He 
100 105 110 

> 

Asp Cys Glu Leu Gin Lys Glu Tyr Thr Phe He He Gin Ala Tyr Asp 
115 120 125 

Cys Gly Ala Gly Pro His Glu Thr Ala Trp Lys Lys Ser His Lys Ala 
130 135 140 

Val Val His He Gin Val Lys Asp Val Asn Glu Phe Ala Pro Thr Phe 
145 150 155 160 

Lys Glu Pro Ala Tyr Lys Ala Val. Val Thr Glu Gly Lys He Tyr Asp 
165 170 175 

Ser He Leu Gin Val Glu Ala He Asp Glu Asp Cys Ser Pro Gin Tyr 
180 185 190 

Ser Gin He Cys Asn Tyr Glu He Val Thr Thr Asp Val Pro Phe Ala 
195 200 205 

He Asp Arg Asn Gly Asn He Arg Asn Thr Glu Lys Leu Ser Tyr Asp 
210 215 220 

Lys Gin His Gin Tyr Glu He Leu Val Thr Ala Tyr Asp Cys Gly Gin 
225 230 235 240 

Lys Pro Ala Ala Gin Asp Thr Leu Val Gin Val Asp Val Lys Pro Val 
245 250 255 

Cys Lys Pro Gly Trp Gin Asp Trp Thr Lys Arg He Glu Tyr Gin Pro 
260 265 270 



Gly Ser Gly Ser Met Pro Leu Phe Pro Ser He His Leu Glu Thr Cys 
275 280 285 
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Asp Gly Ala Val Ser Ser Leu Gin He Val Thr Glu Leu Gin Thr Asn 
290 295 300 

Tyr He Gly Lys Gly Cys Asp Arg Glu Thr Tyr Ser Glu Lys Ser Leu 
305 310 315 320 

Gin Lys Leu Cys Gly Ala Ser Ser Gly He He Asp Leu Leu Pro Ser 
325 330 335 

Pro Ser Ala Ala Thr Asn Trp Thr Ala Gly Leu Leu Val Asp Ser Ser 
340 345 350 

Glu Met He Phe Lys Phe Asp Gly Arg Gin Gly Ala Lys He Pro Asp 
355 360 365 

Gly He Val Pro Lys Asn Leu Thr Asp Gin Phe Thr He Thr Met Trp 
370 375 380 

Met Lys His Gly Pro Ser Pro Gly Val Arg Ala Glu Lys Glu Thr He 
385 390 395 400 

Leu Cys Asn Ser Asp Lys Thr Glu Met Asn Arg His His Tyr Ala Leu 
405 410 415 

Tyr Val His Asn Cys Arg Leu Val Phe Leu Leu Arg Lys Asp Phe Asp 
420 425 430 

Gin Ala Asp Thr Phe Arg Pro Ala Glu Phe His Trp Lys Leu Asp Gin 
435 440 445 

He Cys Asp Lys Glu Trp His Tyr Tyr Val He Asn Val Glu Phe Pro 
450 455 460 

Val Val Thr Leu Tyr Met Asp Gly Ala Thr Tyr Glu Pro Tyr Leu Val 
465 470 475 480 

Thr Asn Asp Trp Pro He His Pro Ser His He Ala Met Gin Leu Thr 
485 490 495 

Val Gly Ala Cys Trp Gin Gly Gly Glu Val Thr Lys Pro Gin Phe Ala 
500 505 510 

Gin Phe Phe His Gly Ser Leu Ala Ser Leu Thr He Arg Pro Gly Lys 
515 520 525 

Met Glu Ser Gin Lys Val He Ser Cys Leu Gin Ala Cys Lys Glu Gly 
530 535 540 

Leu Asp He Asn Ser Leu Glu Ser Leu Gly Gin Gly He Lys Tyr His 
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545 



550 



555 



560 



Phe Asn Pro Ser Gin Ser He Leu Val Met Glu Gly Asp Asp He Gly 
565 570 575 

Asn He Asn Arg Ala Leu Gin Lys Val Ser Tyr He Asn Ser Arg Gin 
580 585 590 

Phe Pro Thr Ala Gly Val Arg Arg Leu Lys Val Ser Ser Lys Val Gin 
595 600 605 

Cys Phe Gly Glu Asp Val Cys He Ser He Pro Glu Val Asp Ala Tyr 
610 615 620 

Val Met Val Leu Gin Ala He Glu Pro Arg He Thr Leu Arg Gly Thr 
625 630 635 640 

Asp His Phe Trp Arg Pro Ala Ala Gin Phe Glu Ser Ala Arg Gly Val 
645 650 655 

Thr Leu Phe Pro Asp He Lys He Val Ser Thr Phe Ala Lys Thr Glu 
660 665 670 

Ala Pro Gly Asp Val Lys Thr Thr Asp Pro Lys Ser Glu Val Leu Glu 
675 680 685 

Glu Met Leu His Asn Leu Asp Phe Cys Asp He Leu Val He Gly Gly 
690 695 700 

Asp Leu Asp Pro Arg Gin Glu Cys Leu Glu Leu Asn His Ser Glu Leu 
705 710 715 720 

His Gin Arg His Leu Asp Ala Thr Asn Ser Thr Ala Gly Tyr Ser He 
725 730 735 

Tyr Gly Val Gly Ser Met Ser Arg Tyr Glu Gin Val Leu His His He 
740 745 750 

Arg Tyr Arg Asn Trp Arg Pro Ala Ser Leu Glu Ala Arg Arg Phe Arg 
755 760 765 

lie Lys Cys Ser Glu Leu Asn Gly Arg Tyr Thr Ser Asn Glu Phe Asn 
770 775 780 

Leu Glu Val Ser He Leu His Glu Asp Gin Val Ser Asp Lys Glu His 
785 790 795 800 

Val Asn His Leu He Val Gin Pro Pro Phe Leu Gin Ser Val His His 



805 



810 



815 
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Pro Glu Ser Arg Ser Ser He- Gin His Ser Ser Val Val Pro Ser He 
820 825 830 

Ala Thr Val Val He He He Ser Val Cys Met Leu Val Phe Val Val 
835 840 845 

Ala Met Gly Val Tyr Arg Val Arg He Ala His Gin His Phe He Gin 
850 855 860 

Glu Thr Glu Ala Ala Lys Glu Ser Glu Met Asp Trp Asp Asp Ser Ala 
865 870 875 880 

Leu Thr He Thr Val Asn Pro Met Glu Lys His Glu Gly Pro Gly His 
885 890 895 

Gly Glu Asp Glu Thr Glu Gly Glu Glu Glu Glu Glu Ala Glu Glu Glu 
900 905 . 910 

Met Ser Ser Ser Ser Gly Ser Asp Asp Ser Glu Glu Glu Glu Glu Glu 
915 920 925 

Glu Gly Met Gly Arg Gly Arg His Gly Gin Asn Gly Ala Arg Gin Ala 
930 935 940 

Gin Leu Glu Trp Asp Asp Ser Thr Leu Pro Tyr 
945 950 955 
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